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DETAILED ACTION 

The examiner notes the receipt of the amendments and remarks received in the 
office on 6/19/2007 canceling claims 1-5 and adding new claims 6-23. Claims 6-23 are 
pending and are being examined on the merits herein. 

Response to Remarks 

The rejection of claim 5 under 35 U.S.C 1 12(2) is withdrawn due to the 
cancellation of claim 5. The rejection of claims 1-4 under 35 U.S.C. 103(a) as being 
unpatentable over Gaster et al (EP 0630736) in view of Smith et al. (Neuroscience 
Letters, 271, 1999, 61-64) and further in view of Jorum et al. (Pain, 101, 2003, 229-235) 
is withdrawn due to the cancellation of claims 1-4. The rejection of claims 1-4 under 35 
U.S.C. 103(a) as being unpatentable over Gaster et al (EP 0630736) in view of Burstein 
et al. (Brain, 2000, 123, 1703-1709) and further in view of Jorum etal. (Pain, 101, 2003, 
229-235) is withdrawn due to the cancellation of claims 1-4. Applicants' addition of new 
claims necessitated the modified and new grounds of rejection presented in this office 
action. Hence the Office Action is made Final. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the 
manner and process of making and using it, in such full, clear, concise, and exact 
terms as to enable any person skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and use the same and shall set forth the 
best mode contemplated by the inventor of carrying out his invention. 

Claims 6, 13 are rejected under 35 U.S.C. 112, first paragraph, as failing to 

comply with the written description requirement. The claim(s) contains subject matter, 
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which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. Claim 1 and claim 13 has a limitation 
'cyclohexylmethyl group'. The specification of the instant application teaches compound 
of formula I wherein R is cyclohexyl, prepared according to the examples 23 of EP A-0- 
630-376 (p 6, lines 11-13, p 7, lines 12-14). The specification teaches clearly that R is 
cyclohexyl in compound of formula I and is prepared according to example 23 and 
implies that compound of formula I with R being cyclohexyl is prepared following the 
method according to example 23 of EP A-0-630-376. It does not teach or imply that R is 
cyclohexylmethyl. Hence this limitation is a new matter and does not have support in the 
specification. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 1 02 of this title, if the differences between the subject matter sought to be patented and the prior art 
are such that the subject matter as a whole would have been obvious at the time the invention was made to 
a person having ordinary skill in the art to which said subject matter pertains. Patentability shall not be 
negatived by the manner in which the invention was made. 

Claims 6-12, 14-17 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Gaster et al (EP 0630736) in view of Smith et al. (Neuroscience Letters, 271, 1999, 
61-64) and further in view of Jorum et al. (Pain, 101 , 2003, 229-235). 

Gaster et al. teaches the compounds of formula I (claim 1) to be 5-HT4 
antagonists (p1 lines 6-8) and further teaches a method of treatment of irritable bowel 
syndrome, migraine etc in mammals (p6, lines 42-43) comprising administering these 
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compounds. The reference does not teach a method of treatment of neuropathic pain 
comprising administering such compounds. 

Smith et al. teaches that 5-HT4 receptor antagonist such as SB 207266 
potentiates inhibition of intestinal allodynia (see Abstract, p63, lines 11-12). 

The reference does not teach allodynia to be neuropathic pain. 

Jorum et al. teaches that allodynia and hyperalgesia are frequent clinical findings 
in patients with neuropathic pain (p 229, lines 1-5). 

It would have been obvious to one skilled in the art to use the compounds of 
formula I in the treatment of neuropathic pain. The motivation to do is provided by 
Gaster, Smith et al. and Jorum et al. Gaster et al. teaches the compounds of formula I 
(claim 1) to be 5-HT4 antagonists. Smith et al. teaches that 5-HT4 receptor antagonist 
such as SB 207266 shows an anti-allodynic activity and Jorum et al. teaches that 
allodynia and hyperalgesia are frequent clinical findings in patients with neuropathic 
pain. Hence inhibiting allodynia in patients provides a method of treatment of 
neuropathic pain. One of ordinary skill in the art would have been motivated to use one 
5-HT4 receptor antagonist (compound of formula I) for another 5-HT4 receptor 
antagonist (SB 207266) in the treatment of allodynia (clinical finding of neuropathic 
pain) in expectation of success as Smith teaches an anti-allodynic effect of an 5-HT4 
receptor antagonist. 

Claims 6-12, 14-17 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Gaster et al (EP 0630736) in view of Burstein et al. (Brain, 2000, 123, 1703-1709) 
and further in view of Jorum et al. (Pain, 101, 2003, 229-235). 
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Gaster et al's teachings as above. 

The reference does not teach a method of treatment of neuropathic pain 
comprising administering such compounds. 

Burstein et al. teaches that most migraine patients exhibit cutaneous allodynia 
during a fully developed migraine attack (See Abstract). 

The reference does not teach allodynia to be neuropathic pain. 

Jorum et al. teaches that allodynia and hyperalgesia are frequent clinical findings 
in patients with neuropathic pain (p 229, lines 1-5). 

It would have been obvious to one skilled in the art to use the compounds of 
formula I in the treatment of neuropathic pain. The motivation to do is provided by 
Gaster et al, Burstein et al. and Jorum et al. Gaster et al teaches the administration of a 
5-HT4 antagonist is of potential benefit in relieving migraine attack. Burstein et al. 
teaches that cutaneous allodynia is exhibited during a fully developed migraine attack 
and Jorum et al. teaches that allodynia and hyperalgesia are frequent clinical findings in 
patients with neuropathic pain. Hence by treating migraine attacks in patients allodynia 
is treated and in turn the neuropathic pain. 

Claims 18-20 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Gaster et al (EP 0630736) in view of Smith et al. (Neuroscience Letters, 271, 1999, 61- 
64) and further in view of Jorum et al. (Pain, 101, 2003, 229-235) as applied to claims 6- 
12, 14-17 and further in view of Wickenden et al. (U.S. 6,326,385). 

Gaster et al., Smith et al. and Jorum et al's teachings discussed as above. 
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The references do not teach the subject has neuropathic pain associated with 
disorders such as diabetes, cancer, trigeminal neuralgia etc. 

Wickenden et al. teach that neuropathic pain is associated with injury to the 
central or peripheral nervous system due to cancer, diabetes, diabetic neuropathy, 
trigeminal neuralgia (col. 27, claim 8). 

It would have been obvious to one skilled in the art to use the compounds of 
formula I in the treatment of neuropathic pain associated with diabetes, cancer or 
trigeminal neuralgia. The motivation to do is provided by Gaster, Smith et al. and Jorum 
et al. Gaster teach the compounds of formula I as 5-HT4 receptor antagonists. Smith et 
al. teaches that 5-HT4 receptor antagonist such as SB 207266 shows an anti-allodynic 
activity and Jorum et al. teaches that allodynia and hyperalgesia are frequent clinical 
findings in patients with neuropathic pain. One of ordinary skill in the art would have 
been motivated to use one 5-HT4 receptor antagonist (compound of formula I) for 
another 5-HT4 receptor antagonist (SB 207266) in the treatment of allodynia (clinical 
finding of neuropathic pain) in expectation of success as Smith teaches an anti-allodynic 
effect of an 5-HT4 receptor antagonist. One of ordinary skill in the art would have been 
motivated by expectation of success in using compounds of formula I of the instant 
application in the treatment of neuropathic pain associated with disorders such as 
diabetes, cancer or trigeminal neuralgia. 

Claims 20-23 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Gaster et al (EP 0630736) in view of Smith et al. (Neuroscience Letters, 271 , 1999, 61- 
64) and further in view of Jorum et al. (Pain, 101 , 2003, 229-235) as applied to claims 6- 
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12, 14-17and further in view of Omoigui (US 2004/0038874, effective filing date Aug 22 
2002). 

Gaster et al., Smith et al. and Jorum et al's teachings discussed as above. 

The references do not teach the subject has neuropathic pain associated with 
disorders such as trigeminal neuralgia, trauma, post-herpetic syndrome etc. and the 
route of administration of compound of formula I. 

Omoigui teach a method of treating persistent pain disorders including 
neuropathic pain by inhibiting the biochemical mediators of inflammation in a subject 
comprising administering to said subject a therapeutically effective dosage of said 
inhibitor such as serotonin receptor antagonist (see Abstract, p 1 1, claim 1, p 13, claim 
80). The reference further teaches the underlying basis for pain including neuropathic is 
inflammation and antagonism of inflammatory response will relieve pain of every type, 
origin and character (p 1, para 004). The reference teaches that hallmarks of 
neuropathic pain are chronic allodynia and hyperalgesia (para 0072). The reference 
teaches persistent pain disorder is neuropathic pain syndrome including neuralgia, post 
herpetic neuralgia (p 11, claim 12, 36). The reference further teaches that serotonin 
receptor antagonist is administered intramuscularly, intravenously, subcutaneously, 
orally or rectally. 

It would have been obvious to one skilled in the art to use the compounds of 
formula I in the treatment of neuropathic pain associated with neuralgia, trigeminal 
neuralgia or post herpetic syndrome. The motivation to do is provided by Gaster, Smith 
et al and Omoigui. Gaster teach the compounds of formula I as 5-HT4 receptor 
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antagonists. Smith et al. teaches that 5-HT4 receptor antagonist such as SB 207266 
shows an anti-allodynic activity. Omaigui teach a method of administering to said 
subject a therapeutically effective dosage of inhibitor such as serotonin receptor 
antagonist for the treatment of neuropathic pain such as trigeminal neuralgia, post 
herpetic syndrome etc. In addition, Omoigui further teach hallmarks of neuropathic pain 
are chronic allodynia and hyperalgesia. One of ordinary skill in the art would have been 
motivated to use one 5-HT4 receptor antagonist (compound of formula I) for another 5- 
HT4 receptor antagonist (SB 207266) in the treatment of allodynia (clinical finding of 
neuropathic pain) in expectation of success as Smith teaches an anti-allodynic effect of 
an 5-HT4 receptor antagonist. One of ordinary skill in the art would have been 
motivated by expectation of success in using 5-HT4 receptor antagonist in a method of 
treatment of neuralgia or post herpetic syndrome as Omoigui teaches serotonin 
receptor antagonists are effective in the treatment of neuropathic pain with such 
syndromes. 

Response to Arguments 

Applicants' argue that premises of treating allodynia would also ameliorate 
neuropathic pain is incorrect. In response, Jorum et al. teaches that allodynia and 
hyperalgesia are frequent clinical findings in patients with neuropathic pain. In addition 
other prior art such as Omoigui teaches that hallmarks of neuropathic pain are chronic 
allodynia and hyperalgesia. Hence it would have been obvious to one of ordinary skill in 
the art at the time of the invention to administer a 5-HT4 receptor antagonist compound 
in the treatment of neuropathic pain where another 5-HT4 receptor antagonist 
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compound has been shown to be effective in the treatment of allodynia, a clinical finding 
of neuropathic pain. 

Applicants' argue that office has not explained why a compound of formula I 
would exhibit similar properties to the structurally distinct SB-207266 compound of 
Smith. In response, Gaster et al. teaches the compounds of formula I (claim 1) to be 5- 
HT4 antagonists and Smith teach SB-207266 to be 5-HT4 antagonist. One of ordinary 
skill in the art would have been motivated to use one 5-HT4 receptor antagonist 
(compound of formula I) for another 5-HT4 receptor antagonist (SB 207266) in the 
treatment of allodynia (clinical finding of neuropathic pain) in expectation of success as 
Smith teaches an anti-allodynic effect of an 5-HT4 receptor antagonist. 

Applicants' argue that Jorum disclose Alfentanil significantly reduced cold 
allodynia and it is a non-analogous art because it discloses a different class of drugs 
and does not disclose compounds of formula I (p 7, para 3, remarks/arguments). In 
response, Jorum et al. has been used as a secondary reference to show allodynia and 
hyperalgesia are frequent clinical findings in patients with neuropathic pain and in no 
way as a reference to the drug Alfentanil. 

Applicants' argue that Burstein teaches or suggests that any class of drugs 
capable of treating cutaneous allodynia will successfully treat migraine or neuropathic 
pain. In response, the applicants are right that it does not teach or suggest any class of 
drugs for the treatment of neuropathic pain but the secondary reference has been used 
to show the development of cutaneous allodynia during a migraine attack in most 
migraine patients. Gaster et al teaches the administration of a 5-HT4 antagonist is of 
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potential benefit in relieving migraine attack. Hence it would have been obvious to one 
of ordinary skill in the art at the time of the invention that cutaneous allodynia is treated 
when migraine is treated. Hence by treating migraine attacks in patients, allodynia (a 
clinical symptom of neuropathic pain) is treated and in turn the neuropathic pain. 

Conclusion 

No Claims are allowed. 

Applicants' cancellation and addition of new claims necessitated the modified 
and new rejections presented in this Office action. Accordingly, THIS ACTION IS 
MADE FINAL. See MPEP § 706.07(a). Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Umamaheswari Ramachandran whose telephone 
number is 571-272-9926. The examiner can normally be reached on M-F 8:30 AM - 
5:00 PM. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on 571-272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

*** 




